INTRODUCTION
Prion protein, PrP c , is a phosphatidylinositol glycolipid (GPI)-anchored glycoprotein (Stahl et al., 1987) that is expressed in rafts (Brown and Rose, 1992; Harmey et al., 1995; Taraboulos et al., 1995) at the cell surface of neurons, glial cells, and lymphocytes (Oesch et al., 1985) . It is encoded by the Prnp gene, which in humans is located on chromosome 20 (Sparkes et al., 1986) . The prion protein exists in the endoplasmic reticulum in three different forms, a secretory form which is anchored by a GPI-anchor on the cell membrane (Stahl et al., 1987) and two transmembrane forms Ctm PrP and Ntm PrP (C-terminal and N-terminal, respectively) (Hegde et al., 1998) . Strong evidence suggests that PrP c can be transformed by posttranslational modifications to a protease-resistant isoform, PrP Sc (for scrapie prion) (see Prusiner, 1993 Prusiner, , 1998 Collinge and Palmer, 1995; Weissmann, 1999) , which is involved in the pathogenesis of several transmissible spongiform diseases, such as scrapie of sheep, bovine encephalopathy (BSE) of cattle, as well as Creutzfeldt-Jakob disease (CJD), Gerstmann-Strä ussler syndrome (GSS), and fatal familial insomnia (FFI) of humans (see Prusiner, 1993 Prusiner, , 1998 Collinge and Palmer, 1995; Weissmann, 1999) . These diseases are characterized by reactive astrocytic gliosis taking place in affected brain regions (DeArmond et al., 1987) , loss of internal organelles, abnormal membrane accumulations and neuritic swelling (Lampert et al., 1972; Chou et al., 1980) , and eventually spongiform degeneration (see Prusiner, 1993 Prusiner, , 1998 Collinge and Palmer, 1995; Weissmann, 1999) . The molecular and chemical alterations that precede neuronal death are not known, but dysfunction of stress proteins (Tatzelt et al., 1995) , reduced bradykinin-induced Ca 2ϩ responses and defects in the plasma membrane structure (Kristensson et al., 1993; Wong et al., 1996) , and programmed cell death (Fairbairn et al., 1994; Kurschner and Morgan, 1995) have been described.
